
A p r i l  22, 1965 

Dr. Henry M. Sobeil 
Mjrrrsrchwetts hot i tu te  of Technology 
Cambridge. Masrachusettr 02139 

Dear Henr y: 

You were very kind to rend me a copy of your rerearch proporal 
and idea# on purine-pyrimidine barre pair6 86 you r a w  them from a 
crystallographic vantage point. On a couple of occasions I wanted to 
r e a p n d  but preferred to wait until I could make u more meaningful 
comment. I think now that I had bettor acknowledge your thoughtfulnerr 
in sending th i r  proporal before you think me impolite or indifferent. 

From all the work that we have done with enrsymatic replication 
and from everything that we have been told about the man's job that the 
boy's hydrogenbonding ie reputed to be doing. we are inclined to give 
the polymerarm3 a apecia1 role. This role would be the recognition of 
a birr@ pair,and the subsequent dierter 'bond formation to the chain end 
W would depend upon the proper rteric conformation of the complex 
that comer with the recognition of the QnoDyme of this b86e pair. 
t h h  bare pair har the Hoogsteen or the VV-G configuration we of course 
have no *of knowing. 
dAT primes the polymerase but we have attributed thin to the ready 
breathing of the helical template. 
of 8 -- de novo reaction comes from an enayrnatlc syntheele of oligomers; 
we have a dogmatic reluctance to invoke any non-ensymatic event~, and 
th i r  carr ier  over to a reaction 8s bisarre a$ tho in vitro development of 
dRT. 

Whether 

We have been struck by the facility with which 

I arn inclined to feel that the initiation 

I hope you won't feel inhibited about speculating and working on the 
nature of copolymer and homopolymer synthererr and replicatfonrr becaure 
of any fund of knowledge residing with thore of u s  who have been working 
on tbfe problem. It simply 16 too fragmentary and shallow to inhibit you 
from making major contributions to thir  area. f: will be very eager to hear 
how thing8 are going with you. 

With beet wfrhes. 

Sincerely, 

Arthur Kornberg 


